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REMARKS 

Claims 1 to 115 were pending in this application. Claim 1 has been amended 
without prejudice and without conceding to the Examiner's characterizations. Claims 4, 9, 13, 
15, 24, 25, and 30-1 15 have been withdrawn. Claim 1 1 has been canceled without prejudice 
and without conceding to the Examiner's characterizations. Claims 1 16 and 117 have been 
added and do not constitute new matter. 

The Examiner listed that "claims 30-57, 59-1 15, 4, 9, 1 3, 1 5, 58, 25, 27 arc 
withdrawn from further consideration . . .as being drawn to a nonelected invention and species." 
Applicant believes that claim 27 was incorrectly listed and should be replaced with claim 24. 
If this is incorrect, kindly contact the attorney by phone. 
35 U.S.C. 3 102 

Pence 

Claims 1, 2, 10, 1 1 and 14 were rejected by the Examiner under 35 U.S.C. § 
102(b) as being anticipated by Pence U.S. Patent No. 3,634,264 ("Pence"). Applicant traverses 
this rejection for at least the following reasons. 

Applicant's claimed invention as amended does not utilize imidazole for the 
treatment of mite infestations. Pence does not teach sulfur and sulfur derivatives as mitocides, 
but rather requires that use of "imidazole" to "kill blood-sucking ectoparasites." Col. 1, lines 
69-70. Because an additional active ingredient, imidazole, is required by Pence, Applicant's 
claimed invention is not anticipated. Applicant respectfully asserts that this rejection has been 
overcome. 

Suzuki 
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The Examiner rejected claims 1, 2, 5-8, 10, 11, 14, 17 and 1 8 under 35 U.S.C. § 
102(b) as being anticipated by Suzuki JP 3-002124 ("Suzuki"). Applicant traverses this 
rejection for at least the following reasons. 

According to the Examiner, "jtjhis is the instant method as claimed; the 
sufficient to treat Mites [sic], if they are present, and prevent their effects, if they arc not yet 
present." However, Applicant's claims require "infestations of cutaneous mites." (Claim 1 
requires this and the other rejected claims depend upon claim 1 .) There is no teaching in Suzuki 
to treat infestations of mites, and therefore all of Applicant's claim limitations are not taught, 
and the invention is not anticipated. Applicant respectfully submits that this rejection has been 
overcome. 

Bhagwat 

Claims 1, 10-12, 14, 17-23, 24, 26, 28 and 29 are rejected under 35 U.S.C. § 
102(e) as being anticipated by Bhagwat U.S. Patent No. 6,429,231 ("Bhagwat"). Applicant 
respectfully traverses the rejection for at least the following reasons. 

The Examiner states that Bhagwat, "provides the methods as are instantly 
claimed, without recognizing that the methods would in fact treat mites." Applicant's claimed 
invention is limited to "treatment of infestations of cutaneous mites." This limitation is not 
taught by Bhagwat, which uses a composition for "disorders due to microbial infection or 
changes in normal keratini2ation, epidermal formation or pilosebaceous function, such as acne, 
psoriasis, seborrhea, rosacea, ingrown hairs and pseudofolliculitis barbae, and hyperpigmented 
skin, and cutaneous infection." Col. 1, lines 39-43. An infestation of mites is not synonymous 
with any of these disorders; a patient with any of these disorders does not necessarily have an 
infestation of mites, and therefore Bhagwat's methods do not inherently or explicitly anticipate 
Applicant's claimed inventions. This r jection should be withdrawn. 
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Harry'.s 

"Claims 1-3, 10-12, 14, 17, and 18 are rejected under 35 U.S.C. 102(b) as 
anticipated by or, in the alternative, under 35 U.S.C. 1 03(a) as obvious over Harry-73." 
("Harry's") According to the Examiner, "[s]ince the compositions are applied to the skin, 
within which a Mite effective treatment amount is present, then the instant methods arc met, as 
Mites could be the unrecognized bases for the perceived need for use for each of Harry's 
composition." Applicant traverses this rejection for at least the following reasons. 

Suzuki teaches the use of its composition for "prevention and treatment of 
acne." Suzuki, p. 12. There is no teaching that acne patients necessarily have mite infestations. 
Without such a teaching, there is no anticipation, inherent or otherwise, because Applicant's 
claimed invention requires "treatment of infestations of cutaneous mites." The § 1 02 rejection 
should be removed. 

An additional rejection of obviousness was made by the Examiner and 
Applicant traverses this rejection for at least the following reasons. 35 U.S.C. § 103 requires a 
teaching or suggestion to modify the invention as is claimed by Applicant. Mite infestation is a 
separate skin condition from acne, and Harry's only teaches acne treatment and prevention. 
Given that acne is attributed to "an interaction among the hormones, keratin, sebum, and 
bacteria," and not mites (The Merck Manual, Seventeenth Edition (1999), 811-814, attached as 
Exhibit A), one of ordinary skill in the art would not find it obvious to use an acne treatment 
for mite infestation. Therefore, Applicant respectfully asserts that this rejection has been 
overcome. 
35 U.S.C. 103 

Suzuki or Harry's in view of Bonnar. L in and Kltgman 
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The Examiner has rejected claims 1-3, 5-8, 10-12, 14 and 16-20 under 35 U.S.C. 
§ 103(a) as being unpatentable over Suzuki or Harry's in view of Bonnar, Lin and Kligman 
U.S. Patent No. 4,752,472. Applicant traverses this rejection for at least the following reasons. 

Applicant reasserts the reasons why neither Suzuki nor Harry's does not teach 
Applicant's claimed invention, i.e. neither reference teaches the treatment of infestations of 
mites. The Examiner notes that Lin teaches "sulfur use, including 10% sulfacetamide 
preparations to control Demodex," however this is incorrect. Lin in Table IE teaches only that 
sulfur may be useful in Demodectic eruptions, and says nothing about the use of sulfur 
derivatives (including sodium sulfacetamide) for Demodex (mites). Table TV does not list any 
composition for the treatment of mites, and the disorders which are treated by these 
compositions (acne, dandruff, etc.) have different etiologies. 

According to the Examiner, Kligman "show[s] Demodex present in cutaneous 
disorders treated as by the cited art." However, Kligman merely states "other retention products 
such as bacteria (P. acnes) fungi (P.ovale) and a mite (Demodex folliculorum) contribute to the 
follicular debris." Kligman, col. 1, lines 30-33. Nowhere does Kligman teach or suggest that 
this debris is correlated with the "cutaneous disorders treated by the cited art," as alleged by the 
Examiner. 

The Examiner tries to equate treatment of skin disorders in general with the 
treatment of mites because "Bonnar shows they are always present on people." However, not 
all people have infestations of mites. See Marks, Histonathology of Rosacea, Arch. Derm., vol. 
100, Dec. 1969 p. 683-691 (a copy is attached as Exhibit B). While Bonnar states, "Increased 
mites may play a part in the pathogenesis of rosacea," (Bonnar, p. 443, emphasis added) it is 
now known that not all rosacea patients have infestations of mites, and therefore mite 
infestation is a problem distinct from rosacea. Marks states, "The finding of Demodex in only 
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19% of our biopsy material [from rosacea patients] and its absence from areas of inflammation 
in sections in which it was found are much against a significant role for this organism in this 
disease [rosacea]." Marks, 690. Therefore, use of sulfur on skin disorders not related to mite 
infestations in the cited art does not teach or suggest using sulfur and sulfur derivatives for 
treatment of mite infestations, and Applicant's claimed invention is not rendered obvious. 
Applicant respectfully submits that this rejection has been overcome. 

CONCLUSION 

Applicant respectfully submits that the application is in condition for allowance. 

Applicant docs not believe any additional fee is required for this Response and 
Request for Reconsideration, however, in the event any additional fee is required or any 
overpayment credit is due, the Commissioner is hereby authorized to charge Deposit Account 
No. 18-0586. 



I hereby certify that this paper and the papers 
referred to herein as being transmitted, 
submitted, or enclosed herewith in connection 
with U.S. Serial No. 10/022,476 is/are bein B 
facsimile Transmitted to the United States 
Patent and Trademark Office fax number 703 
*6 on the date shown tx 



Respectfully submitted, 
REED SMITH LLP 
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(215) 241-7988 
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EXHIBIT A 
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Of WART V>RU$ AMD CUNICAt COR RILATTQNS 

Human ' — ~^ 

Papfllomavirus 

T W e Clinical Correlations 

2, 4, 7 Benign " " 

10 Benign 

11 OC women, 28% have associated cervical 

dysplasia with kouoeytic cells 
. 18, 33 Pound in > 60 W of tumors in women wit 

invasive carcinoma of cervix; type 16 ? 
found in 80% of men and women w-m, 
bowenoid papulosis of external genii*, 
lesions usually disappear ^ 
spontaneously, but future cancers m* 
appear 

b, c, d, e Buscuko-LSwenstein giant condyloma u 

oftftn malignant; aba found in cervix 
dysplasia and laryngeal tumors 
my from 34-58 Most are associated with cervical 

intraepithelial neoplasia (see Ch. 24i) 
1° Common warts, usually benign 

b '> 8 Often malignant; sunlight and x-ray 

therapy ate cofactors, especially 
typeg 

u 7 5 7 ' to' in ' M ° St Seem belU 8 n ' cxee P l P«wibly 14, 17, 



sunlight is a cofactor 



May become malignant; may occur in 
Infants on passage through the vagina! 
catwl and in adults as a consequence ol 
oral^erutaJ sex; may spread to lungs «j 
cancer 

Benign 



le) or a 5% Raynaud's phenomenon and vascular diun- 

iied scquen- age of fingars where waits have been l<v 

fluorouracil jected with bleomycin warrant estrernts ca* 

. Co treat flat tion despite the popularity and ^ffeotKeneK 

may follow of this techniQue among some experts, 

lesions, Extensive warts, even in hitherto untreat- 

> long-term able epidermodysplasia verruciformis, haw 

m ar* avail- improved or cleared with oral isotretinoin at 

Injection of etretinate, which must be used by physicians 

'bleomycin familiar with these drugs and (heir possible 

9 and cur«s adverse effects, especially fetal abnormal!- 

, reports of ties during pregnancy. 



CHAPTER 1 16 - DISORDERS Of HAIR. FOLLICLES AND SEBACEOUS GLANDS / 81 1 

Lesions can be diagnosed easily by the char- 
acteristic central umbilication or dell, rilled 
with a semisolid white material that, if ex- 
pressed and Giemsa-stained, shows inclu- 
sion bodies within many large cells or extra- 
cellularly. The disease can spread by 
autoinoculation but, at tar months, mny dis- 
appear spontaneously. A giant molluscum 
may grow to two or three times its original 
diameter. Eczematous dermatitis may sur- 
round several moDusca, especially in young 



Interferon, especially interferon-*, intra.- 
Jjnnsiily (3 tuna*/ wk for 3 to 5 wk) or HI, 
*4 ^jo cleared intractable .skin and genital 
wans. 

MOLLUSCUM 
CONTAGIOSUM 

I poxvirus infection characterized by stein- 
' colored, swiootn, waxy, umltilicaudpap- 
vlet StolO mm in diameter. 



iT»n>xiuw"«rt, often venereal, is by direct 
contact- Numerous small papules may ap- 
pear anywhere on the skin, often in the gen- 
ial and pubic area The lesions are usually 
asymptomatic, unless secondarily infected, 
and may be discovered -when the patient is 
tjtaminadfor a sexually transmitted disease. 



children; the cause is unknown. 

Successful treatment usually requires de- 
stroying each lesion by freezing; by removing 
the central core of the papule with a needle, 
a comedo extractor, p r the tip of a #1 1 scal- 
pel blade; or by trichloracetic acid applica- 
tion (25 to 40% solution). 



< 
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ACNE 

A arm-mon inflammatory disease of the 
pUostbatxnus glands characterized by 
comedones, papules, pustules, inflrrmzd 
nodules, superficial pus-fUled cysts, and 
(in extreme cases) canalizing and deep, 
inflamed, sometimes purulent sacs. 



An interaction among hormones, keratin, 
sebum, and bacteria determines the course 
and severity. Acne usually begins at puberty, 
when an increase in androgens causes an 
increase in the size and activity of plloseba- 
ceous glands. Inflammatory acne lesions in- 
clude papules, pistules, and nodules or cysts. 
Ntainflamcnacory lesions include open and 
closed comedones (ie, blackheads and white- 
heads). First, intrafoilicular hyperkeratosis 
leads to blockage of the pilosebaceous folli- 
tte; consequently, comedones form, com- 
posed of sebum, keratin, and microorgan- 
isms, particularly Propionibacterium. acnes. 
Lipases from P. acnes break down triglyc- 
erides in the sebum to free fatty adds 



(PPA), which irritate the follicular wall. Re- 
tention of sebaceous secretions and dilation 
of the follicle may lead to cyst formation. 
Rupture of the follicle, wiih release into fhc 
tissues of FFA, bacterial products, and ker- 
atin, induces an inflammatory reaction that 
usually results in an abscess. These ab- 
scesses heal, with scarring in severe cases. 
Acne usually spontaneously remits, but the 
time of remittencc cannot be prediettd. 

Symptoms and Signs 

Acne is often worse in winter and im- 
proved In summer, probably because of the 
benefits of sunlight. Diet has little effect; 
however, if a food is suspected, it should be 
omitted for several weeks and then eaten in 
substantial quantities to determine if acne 
worsens. Acne may cycle with the menses, 
and it may improve or worsen during preg- 
nancy. Although cosmetics rarely aggravate 
acne, the traditional advice to avoid greasy 
preparations seems prudent 

Superficial acne: Blackheads (open 
comedones) Or whiteheads (closed come- 
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dones), inflamed papules, pustules, and su- 
perficial eyats aw characteristic. Large cysts 
occur occasionally, sometimes after manip- 
ulation or trauma to an otherwise un in- 
flamed blackhead. The prognosis for healing 
without scars is good In superficial acne, but 
attempt* to extrude blackheads or superfi- 
cial cysts and scraishing of ruptured lesions 
may increase scarring. 

Deep acne; This form is characterized by 
the above findings with deep inflamed nod- 
ules and pus-fQIed cysts, which often rupture 
and become abscesses. Some of the ab- 
scesses open on the skin surface and dis- 
charge their contents. Lesions are mosi com- 
mon on the lace, but the neck, chest, upper 
back, and shoulders may also bo affected. 
Scarring is frequent. 

Diagnosis 

Comedones are almost always present, 
and lesions at various stages of development 
are seen simultaneously. Differencial diag- 
nosis includes rosacea, which docs not have 
comedones, and corticosteroid-inducod ac- 
neiform lesions, which usually have follicu- 
lar pustules in the same stage of develop- 
ment and no comedones. 



Although acne is almost universal, it may 
embarrass adolescents, who may withdraw, 
using the acne as an excuse to avoid difficult 
personal adjustments Supportive counsel- 
ing for patients and parents may be needed. 
Misconceptions about a relationship be- 
tween acne and diet, athletics, or sex are 
common and warrant discussion. Treatment 
depends on the severity of the lesions. 

Superficial acne: Although washing le- 
sions several times a day has hale effect, the 
appearance of an oily face often improves. 
Any good toilet soap may be used. Antibac- 
terial soaps are of no benefit, and irritation 
from abrasive soaps makes it difficult to use 
follicular drugs {see below). 

In superficial pustular acne, topical 
clindamycin or erythromycin alone or with 
one oi the follicular drugs mentioned below 
is probably most useful. Sunlight causes mild 
dryness and slightscaling and is usually help- 
ful. However, sunlight is not always avail- 
able, and its benefit maybe difficult to dupli- 
cate with a sunlamp. Azelaic acid cream 20%, 
which has antiproliferative and antibacterial 



effects, may be effective In comedonal „, 
inflammatory acne. 

Topical tretinoin (retinoic acid) in 0.0259* 
0.O5 %. or 0. 1 % cream, 0.05 % liquid, or 0.0 1% 
or 0.02594 gel is also often effective. A now 
topical retinoid, adapalene 0.196 gel, was ro. 
cendy approved in the USA. It may be slightly 
less irritating titan topical tretinoin. Those 
retinoids must be applied carefully and y 
night (every other night if irritation is excoj. 
sive), going over the entire affected area om v 
once. The eyes, nasolabial folds, and creases 
of the mouth should be avoided. The liquid 
form of tretinoin should be applied with i 
cotton-tipped applicator. Exposure to sw.. : 
light and use of other drugs are restricted t? \ 
prevent severe irritation. With tretinoin or ! 
adapalene, acne may worsen at first; un- ! 
provement usually requires s 3 to 4 wk. | 
Ofher topical drugs include5%tol0%bon- ! 
zoyl peroxide, OTC drugs, and various sid- 
fur-resorclnol combinations; they are usu- 
ally applied twice daily or one preparation at I 
night and another in the morning. Oral anW- | 
biotics may also be helpful Insuperfloialpuv 
tularacne. ! 

Deep acne: Vigorous management Is I 
required to reduce residual scarring. For 
severe, deep lesions, topical treatment ' 
Is unsatisfactory; a broad-spectrum oral 
antibiotic is usually effective because it re , 
duces bacterial organisms. The most cost- I 
effective is tetracycline; 260 mg qid or 500 | 
mg bid (between meals and at. bedlime) 
should be continued for a 4 wk and then 
decreased to the lowest effective dose. Oc- 
casionally the dosage must be Increased to 
500 mg qid. Because relapse ordinarily fol- 
lows short-term treatment, therapy must be 
continued for months to years, although tet- 
racycline 250 or 500 mg/day is often suffi- 
cient. Many dermatologists consider the 
more costly minocycline to be tho systemic 
antimicrobial of choice because of its effi- 
cacy, lack of GI side effects, simplified dos- 
ing with regard to meals, and lack of phoco- 
sensitization. Side effects include dizziness 
and pigmentation of the skin and mucous 
membranes. Other systemic antimicrobials , 
that may be used include erythromycin and 
doxycycli ne. Both can cause Gl side effects, 
and doxycycune is a frequent photosensi- 
tizer. Tetracycline should not be given at I 
bedtime because of the risk of esophageal : 
erosions. Full-dose systemic antibiotics (tet- ' 
racycline 5O0 mg bid, minocycline 100 mg 1 



hid. doxycycliru? 100 mg bid, and eryt 
" ycin 333 mg tid) should be continued 
2 4 wk before tapering. Optimal therape 
t «u)ts are achieved in 6 to 12 wk. 

Ttie most common adverse effect of] 
l0Ilg ed antibiotic use in women is cand 
vaginitis. If local and systemic therapy d 
pQt eradicate this problem, antibiotic d 
for acne must be stopped. Long-term 
of antibiotics may also produce a gram-r 
,rive puscular folliculitis around the n 
and ut the center of the face. This uncomii 
superinfection may be difficult to clear . 
is best treated with oral isotretinoin after 
continuing the oral antibiotic 

Oral isotretinoin is the best treaor 
f or patients in whom antibiotics are urc 
cessful or in patients with very severe d 
3 cne. This drug has revolutionized ther 
(or acne bui should be used only by ph 
cjans who are familiar with its adverst 
fe cts. Because isotretinoin is teratoge 
women at risk of pregnancy must use 
methods of contraception for 1 mo be. 
laldng the drug, while taking the drug, 
»t least 1 mo after discontinuing it. P 
nancy tests before beginning therapy an 
monthly intervals are still recommends 

The dosage of isotretinoin » usual 
rog/kg/day for 20 wk. In recalcitrant « 
the dosage may be increased to 2 mg 
day. If side effects make this dosage b 
erxble, it may be reduced to 0.6 mg/kg/ 
After therapy, acne may continue to 
prove. Moa patients do not require a set 
course of treatment; when needed, it sh 
be resumed only after the drug has 1 
stopped for 4 ino Re-treatment is re«i 
more often if the Initial dosage is low 
mg/kg/day). With this dosage (which is 
popular in Europe), fewer side effect? o« 
however, prolonged therapy is usual* 

^de' effects occur in virtually all pari 
the most common are dryness of cor\ju 
vae and mucosae of the genitalia 
chapped lips. Petrolatum usually allev 
mucosal and cutaneous dryness. Mus 
skeletal symptoms (pain or stiffness of 
joints or of the lower back) occur in £ 
1696 of patients. CBC, liver function, an 
glyceride and cholesterol levels shot*, 
determined before treatment Except ft 
CBC, each should be reassessed at 4 wl 
unless abnormalities are noted, need n 
repeated until the end of treatment Tr 
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Tective In comedonal or ' 

(retinoic acid) tn 0.025?;, I 
jn, 0.05% liquid, or OOl* I 
;o often effective. A new ' 
apalene 0.1% gel, was re- I 
heUSA. Itmay beslightly 
topical tretinoin. The« 
applied carefully and at I 
right if irritation is exces- I 
> entire affected area only 
>Iabial folds, and creases | 
d be avoided, The liquid 
hould be applied with a 
eacor. Exposure to sun- 
s' drags are restricted to : 
ation. With tretinoin or 1 
ay worsen at first; im. 
equires a 3 to 4 wk. | 
!Sinclude5%tolO%bon- : 
drugs, and various sui- < 
linadona; thoy are usu. ' 
iiy or one preparation at ; 
. the morning. Oral ami- • 
elplul in superficial pus- ( 

orous management is , 

residual scarring. For < 

ns, topical treatment j 
broad-spectrum owl 

effective because it re- ; 

tnisms. The most cost ] 

ine; 250 mg qid or 500 j 
.teals and at bedtime) 
1 for a 4 wk and then 

»est effective dose. Oo I 



relapse ordinarily fo!- 
mew, therapy roust be 
t to years, although i«- 
mg/day is often sufA- 
ologists consider Uie 
line to be the systemic 
ce because of its «£8- 
effects, simplified dos- 
als, and lack of photo- 
'ects include dizziness 
the skin and mucous 
3temic antimicrobials 
ude erythromycin and 
cause Gt side effects, 
frequent photosensi- 
juld not be given at 
ie risk of esophageal 
iemle antibiotics (tei- 
minocycline 100 mj 



b id, doxycyeline 100 mg bid, and erythro- 
mycin 333 nig tid) should be continued for 
z 4 wk before tapering. Optimal therapeutic 
Jesuits are achieved in 6 to 12 wlo 

The most common adverse effect of pro- 
longed antibiotic use in women is candidal 
vaginitis. If local and systemic therapy does 
not eradicate this problem, antibiotic ther- 
apy for acne must be stopped. Long-term use 
0 f antibiotics may also produce a gram-neg- 
ative pustular folliculitis around the nose 
and in the cenwr of the face. Thigunconimon 
superinfection may be difficult to clear and 
is best treated with oral isotretinoin after dis- 
continuing the oral antibiotic. 

Oral isotretinoin is the best treatment 
for patients In whom antibiotics are unsuc- 
cessful or in patients with very severe deep 
acne. This drug has revolutionized therapy 
for acne but should be used only by physi- 
ctans who are familiar with its adverse ef- 
fects. Because isotretinoin is teratogenic, 
women at risk of pregnancy must use two 
methods of contraception for 1 mo before 
taking the drug, while taking the drug, and 
a least 1 mo after discontinuing it Preg- 
nancy tests before beginning therapy and at 
monthly intervals are still recommended 

The dosage of isotretinoin is usually 1 
mg/ kg/day for 20 wJc In recalcitrant cases, 
the dosage may be Increased to 2 mg/kg/ 
day. If side effects make this dosage intol- 
erable, it may be reduced to 0.5 mg/kg/day. 
After therapy, acne may continue to im- 
prove. Most patients do not re<ruire a second 
course of treatment; when needed, it should 
be resumed only after the drug has been 
stopped for 4 mo. Re-trcatment is required 
mow often if the initial dosage is low (0.5 
ittg/kg/day). With thjs dosage (which is very 
popular in Europe), fewer side effects occur; 
however, prolonged therapy i* usually re- 
tired. 

Side effects occur in virtually all patients; 
tlte most common are dryness of conjuncti- 
rae and mucosae of the genitalia and 
chapped lips. Petrolatum usually alleviates 
mucosal and cutaneous dryness, Musculo- 
skeletal symptoms ( pain or stiffness of large 
joins or of the lower back) occur in about 
15% of patients. CBC, liver function, and tri- 
gtyewide and cholesterol levels should be 
determined before treatment Except for the 
CBC, each should be reassessed at 4 wk and, 
unless abnormalities are noted, need not be 
repeated until the end of treatment Triglyc- 



erides rarely increase to a level at which the 
drug should be cUscontinued. Liver function 
is seldom affected. 

Por firm (cystic) acne lesions, injection of 
0.1 ntL triamcinolone ac«tonide suspen- 
sion 2.5 mg/mL (the 10 mg/mL suspension 
must be diluted) into an inflamed cyst or ab- 
scess is helpful; local atrophy (resulting from 
the corticosteroid or destruction of tissue by 
the cyst) is usually transient For isolated, 
very boggy lesions, incision and drainage arc 
often beneficial but may result in residual 
scarring. 

Dermabrasion for small scars is some- 
times useful, but its permanent effect is con- 
troversial X-ray therapy is rtotjustified. Top- 
ical corticosteroids, especially if fiuorinated, 
may worsen acne. When other measures fail 
and acne seems related to menses, an oral 
estrogen-dominant estrogen-progesterone- 
containing contraceptive may Na tried; ther- 
apy a 6 mo is needed to evaluate the effect 



ROSACEA 

A chronic irrflamrnatoTy disorder, usually 
beginning in middle oxje or later arid 
characterized by ttUmgicciattia, ery- 
thema, papules, and pustule* primarily 
in the central areas of the face. 
Tissue hypertrophy, particularly of the 
nose (rhinophyma), may result. Rarely, ro- 
sacea occurs on the trunk and extremities. 

The cause is unknown, but the disease is 
most common in persons with a fair com- 
plexion. Diet probably plays no role in the 
pathogenesis. Rosacea may resemble acne, 
but comedones are never present; differen- 
tial diagnosis also includes drug eruptions 
(particularly from iodides and bromides), 
granulomas of the skin, lupus erythemato- 
sus, and perioral dermatitis. 

Treatment 

Topical metronidazole gel or cream or 
broad-spectrum oral antibiotics are usually 
effective. Tetracycline 1 g/day in divided 
doses (between meals and in tlte evening) is 
most effective and has few side effects with 
long-term use. The dose should be reduced 
once a benefleisd response is achieved. Of- 
ten, 260 mg/day or every other day controls 
the disease. If tetracycline is ineffective or 
not tolerated, minocycline, erythromycin, 
and doxycycline we effective alternativss. 
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Recalcitrant cases often respond to oral iso- 
tretinoin Csee Acne, above). Topical fluori- 
aaled corticosteroids aggravate rosacea and 
are con craindicated. Surgical correction may 
be required for rhinophyroa. Sunscreen use 
is recommended because sunlight may ex* 
acerbate rosacea. 



PERIORAL DERMATITIS 

A red pajrular eruption of unkwntm. cause 
occviring around tits mouth and on the 
chin. 

The condition occurs predominantly in 
women aged 20 to 60. It may superficially 
resemble acne or rosacea. A zone of normal 
skin lies between the lesions and the vermil- 
ion border of the mouth. Topical corticoste- 
roids worsen this disorder. 

Treatment with tetracycline 1 g/day in di- 
vided doses (between meals) Is often effec- 
tive. The dose should be reduced gradually 
after 1 mo to the smallest effective dose. Pa- 
tients with mild perioral dermatitis who are 
reluctant to uke oral antibiotics may try top- 
ical metronidazole 0.75% gel or cream bid. 
Recalcitrant, disfiguring cast* may clear 
with oral isotretinoin (see Acnc, above). 



HYPERTRICHOSIS 

(Hirsutism) 

Excessive, lutir jmutfc. 
(See also Adrenal Viwusm in Ch. 9 and Amen- 
orrhea in Ch. 235.) 

A familial tendency is common, and prev- 
alence is greater in persons from Mediterra- 
nean areas. An endocrine disorder (adrenal 
virilism, basophilic adenoma of the pituitary, 
masculinizing ovarian tumors, Stein-leven- 
thal syndrome) may ba implicated in women 
and children. Hypertrichosis also may occur 
in porphyria cutanea tarda. 

It Is frequent after menopause, with sys- 
temic androgenic steroid or corticosteroid 
therapy, with some antihypertensive drugs 
(eg, minoxidil), and with cyclosporins. 

Treatment 

Any underlying disorder should bo 
treated. The only safe permanent local treat- 
ment is destruction of individual hair folli- 
cles either by electrolysis, which is tedious, 



or by laser (photodynamic therapy). Wiou 
used temporary measures include plucky 
shaving, and epilating wax. Chemical depj. 
atones are acceptable if the directions 3 „ 
followed but may irritate skin. Hair blench 
may mask the condition if the hair is ftiic i, 
women with certain endocrine abnortnsj,. 
ties, on inhibitor of androgens (ie, an ami&v 
drogen), such as spironolactone or cypis. 
terone acetate, may be tried. A gynecology 
endocrinologist should be consulted. 

ALOPECIA 

(Baldness) 

Partial or complete /ass of hair. 

Alopecia may result from genetic factoa 
aging, or local or systemic disease. (Sebor. 
rheic dermatitis and psoriasis the demure, 
sea that most commonly affect the scalp, 
vety rarely produce alopecia.) 

Nonueanriag alopecia: Nonscam'nj 
(noncicatricinlj alopecia occurs wlUiou 
gross atrophy. Male-pattern alopecia is ex- 
tremely common. It is familial and retrains 
the presence of androgens, but the causes 
unknown. Hair loss begins in the lateral frov 
tal areas or over the vertex. If onset is in the 
mid-teens, subsequent alopecia commonly!) 
extensive. Female-pattern alopecia is coat, 
mon. It is confined ordinarily to thinning o! 
the hair in the frontal, parietal, and crawj 
regions; complete alopecia in any area is 
raie. 

Toxic alopecia, is usually temporary and 
may follow, by as long as 3 to 4 mo, a sever* 
often febrile illness (eg, scarlet fever). It tray 
also occur in myxedema, hypopituitarism, nt 
early syphilis; after pregnancy, and wit* 
some drugs, particularly cytotoxic dnigi 
thallium compounds, and overdoses of vita- 
min A or retinoids. 

Alopecia areata is characterized by sud 
den hair loss in circumscribed areas usualH 
in persons who have no obvious skin disor> 
der or systemic disease. Any hairy area ms; 
be Involved, the scalp and beard most ire 
quently. Rarely, nil body hair may be l«i 
(alopecia universalis). The prognosis is poor 
if alopecia is extensive or begins before ad 
olescence, but alopecia confined to a few 
areas is often reversed in a few months even 
without treatment, although recurrences arc 
common. Antimicrosomal antibodies and 
antibodies to thyroglobulin, gastric paritBl 
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Histopathology of Rosacea 

Ronald Marks, BSe, MBBS. MRCP, DTM&U, end 
John Nigel Harwurt-Webrter. MA (Comb) MB B Chir. Mb, MC Path, London 



Stops** from 108 patients with rosacea have 
Md and the histological ehangee ccr- 
i the cBnlctl condition. There h no 
logical feature unique to rosace* but 
n l» charactatof) by • cotnMnatlon of several 
Wsiotogtoal eigne; vartouc types of rosacea rtpre- 
sent an exeggeratlon of one or another aspect 
of me baste rjathoiogfcai chaises; the disease ?» 



edema and disorganization of the tipper der- 
mis ware conspicuous histological features 
and that the degree of solar elastosig was 
excessive (Maris 7 ). In flu's study we have 
examined biopsies from 108 patients with 
rosacea to further define the role of the 
above factors. 



severe etastoats. A conpariion of 39 rosacea pa- 
ll 39 controls for sefttr elastotte change 



Iom of Integrity of upper dermal connective tfssue 
nay permit vascular dilatation end that this may 
have en Important roje In the pathogenesis of 



ThERE is IHtle knowledge as to the etiol- 
ogy and pathogenesis of rosacea. Factors 
considered have Included the seborrheic 
Btate, gastrointestinal disturbances, and psy- 
chological disorders (Beerman and Stokes,* 
andHelUer 3 ) and the mite Df modex follicu- 
lorum. (Ayres and Ayres*; Russell*; and 
Spiekett 6 ). The persistent erythema, the tel- 
angiectasia, and the facial flushing suggest 
that the small blood vessels of the face are 
involved either primarily or secondarily; 
Sebye 8 suggested that prolonged climatic ex- 
posure caused vascular Injury. 
A previous investigation indicated that 



Biopsies were taken from 108 patients, 
special care being taken to record the type 
of leaks (Table 1). For the purpose of this 
study rosacea was denned as follows: A 
disease of the skin mostly affecting the 
cheeks and often the chin, nose, end fore- 
head characterized by persistent erythema 
and often telangiectasia, with acute episodes 
of edema, papules, and pustules in some 
cases. Patients with comedones, scars, or 
cysts were diagnosed as having acne even 
though there was a background of erythema, 
and excluded. Similarly patients with peri- 
oral dermatitis were not included. For eval- 
uation of the degree of elastotic change, 
portions of skin were obtained from biopsies 
and excisions from patients with a variety of 
skin complaints undergoing routine minor 
surgical procedures matched for age, sex, 
aud site of biopsy (Table 2) . The following 
were the diagnoses in this control group: 
compound nevus, ten; seborrheic wart, six; 

Table 1.— Type* or rtosaee* in This Study 



St Ow«c> 1 
HomiHt-Wetaer). 

Reprint request* to St John's Hospital for Die- 
**s of the Skin, Xiste St. U&oteter Bq, London 

wca. 



Art* Xtem-rVoZ IOC, Dee 1969 
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Patients *.VA B e Men 



Controls 49.3 



basal cell epithelioma, ten; 
keratoacarthcxaia, three; py* 
women chm Cheek ForeKentf Mo»c N» c fc ogenie gran u loma, one; cyst, 
~ " """"" - - - - one; lentigo, cme; Bebaceous 

gland bypertropby, one; be» 
nigu warty hyperplasia, one; 

one; nevus 



_Tabto 3. — Resaftt of Questionnaire* 



mZyr 
in 5yr 
n lOyr 



2(1) 
5(2) 
10(4> 



than 20 yr 20(8) 



Scoring System 

qeoupattont 
Mostly (sometime*) oirtsWe more 
Mostly (sometimes) outside mora 
Mostly Csomotime*) ootslde more 
Mostly (sometimes) outside more 

Living In i sunny eountry 
2 - 5 yr 10 
5-lOyr 20 
Mora than 10 yr 50 

Otrtdoor activities 
Men on outdoor activities (In past) 5 (3) 

Keen aunbather 6 
Tart* easily —5 
Burns easily 2 

The mean score tor the rosacea patient* was 7.91 
and the mean awe for the control* was 12.07. 
Complexion. hair end Eye Color in 
Rosaces and Contra* Patients 



Light 
MedH 
Dark 



baccoea, one; and lupus erythematosus, ana 
Thirty-nine such matched specimens were oh- 



exposure to the sun, residence in sunny coun- 
tries, and skin coloring was obtained by a 
questionnaire completed by the patients (Ta- 
ble 8). These was a higher estimated expo- 
sure in the control group but the coloring of 
the two groups was apprrndniatdy similar. 



Biopsies were taken after local infiltration 
with l% lidocaine. An ellipse of skin, approxi- 
mately 1 X 0.5 Cc trae surgically removed and 
fixed in 10% formal saline. Seventy fiv* speci- 
men* www Mctionad routinely. Serial sections 
wore cut from 24 spectmenfl of papular or papu- 
lopwtvdar kftions, eight of these at 20? interval* 
being mounted. A farther seven specimens were 
sectioned obliquely to show the epidurals, upper 
dermis, and hair fcDicles, another two ware cat 
horizontally at various l«veb to show numerous 
follicles In ewes section. 

All sections were stained with hematoxylin 
and eosin. Sections from 11 unmatched rosacea 
patients and . all the sections from the 99 
matched rosacea and 39 control patients were 
stained with the VerhoeFs technique for elastic 



* Thirty-tlve rosacea p»t|»r>t* ant 
piled to the questionnaire. 

t iapoaoie; WHh regard to exposure the questions 
concerned occupation, periods soent In a Sunny c< 



» used to evaluate tne decree of 



+1 -1 +2 -2 



Total tor all matched 



+24 
X -14 
4-1? 



Evaluation of the Amount 
of Solar Ebetosu 

Solar eiastosis was identified in the hema- 
toxylin end eoain stained sections as altered 
dermal connective tissue in the papillary 
end upper dermis; this appeared either frag- 
mented and disorganized or gave a homog- 
enized appearance and tended to be more 
basophilic than the barxrounding dermis, The 
degree of elastotic degeneration, in sections 
from rosacea patients end controls was com- 
pared by directly contrasting paired sections 
from each group matched for age, «nc, .and 
site Cf biopsy. The following scoring system 
was devised. 

o, No difference in the degree end extent 
of elastoaia in the two section. 



Arch Derm-Vd 100. f>«? i$6$ 
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tthelioma, ten; 
ma, three; py, 
*ra, one; cyst, 
yne; sebaceous 
ophy, one; be- 



odg; nevus se- 
eanatosus, one. 
mens were ob- 
.g occupation, 
in sunny eoun- 
ibtedned by a 
patients (Ta- 
ttimaiad expo- 
he coloring of 
lately similar. 



cal infiltration 
elan, approxi- 



taty five spm- 
Serial sections 
ipular or papu- 
it 20^* intervals 



I in the L«raa- 
ms as altered 
the papillary 
id either frag- 
ive a honlog- 
1 to be more 
g dennis. Tb» 
a in sections 
rob was coui' 
airod sections 
age, sex . 
soring systert 

je and extent 
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+ 1, Slightly moro elastoais in the rosacea 
section. 

-1, Slightly more elastosis in the control 
section. 

+ 2, More than twee as much elastosis in 
the rosacea than the control section. 

-2, More than twice aa ranch elastosis in 
the control than in the rosacea section. 

The findings ol this comparison technique 
are given in Table 4. 

Observations 

Papular Rosacea. — Biopsies of papules or 
papulopustules from 74 patients were ob- 



InfUmmatory Cell Infiltrate. — A eonspic- 
>us feature wa» the presence of a variable 
iarnount of inflammatory cell infiltrate in the 
Iforpper and rniddarrnis consisting mainly of 
^iymphocytes and histiocytes in varying pro- 
^portiona. Some sections also included consid- 
»1&eiraMe ntunbera of polymorphonuclear leuko- 
g^jytes, plasma cells, and giant ceils. Giant 
""Icdls of a foreign-body type •which were vac- 
Jtoolated but contained no recognizable for- 
|nign material were seen in II (14%) see- 
Jtions; in one eection ihey were seen in great 
' lumbers (Pig 1). The infiltrate was usually 
i loosely arranged collection of calls without 
■it paiticulaT pattern (Fig 2); however, in 
$iight sections (11%) it was of tubercnloid 
";iype. In general, in the larger and older 
papules there was mote cellular infiltrate 
■with a more organized type of arrangement, 
sir biopsies taken from newly formed 
11 papules the only conspicuous feature 
a small amount of perivascular lyrnpbo- 



J\ PQoseboceous Apparatus: Demodex Follk- 
im. — Among the 74 biopsies, 15 (20%) 
towed an abnormality of the hair fol- 
In ten there was partial disruption 
ff the follicular epithelium and polymor- 
lear leukocyte invasion of the sub- 
of the pilosabaceous unit. This dis- 
was usually high in the follicle and 
the histological counterpart of the pus- 
lesions noted clinically (Pig 3). In 
!, however, there was total destruction of 
follicle with an intense granulomatous 
ataxy reaction but there was no evi- 
s to th agent responsible for this 

it 



Of the 34 specimens serially sectioned six 
(25%) showed areas of acute folliculitis, 
while in the remainder the inflammation 
was entirely independent of the pitoseba- 
ceousr apparatus. In the seven biopsies cut 
obliquely and in the two cut horizontally 
there was no primary abnormality of the 
numerous pDosebaceoua units seen. 

With 37 specimens (51%) the infiltrate 
was partially distributed around the hair 
follicles, and often the perifollicular localiza- 
tion appeared incidental to the cells collect- 
ing perivascularly in the right perifollicular 
plexuses (Fig 4). 

Fourteen biopsies (19%) contained recog- 
nizable parts of the mite demodex folliculo- 
rum in the Iuraina of the follicles. No other 
abnormal feature was seen in these sections 
and it was particularly noticed that only one 
of the infested follicles showed a fbuiculitiB; 
there was no evidence that the demodex had 
penetrated the follicular epithelium. Fifty- 
eight biopsies (78%) showed follicular 
plugging with a loose meshwork of keratin. 

FIq I. — Popular rosacea with heavy ehwrfc Inflam- 
matory infiltrate Including numrrou* giant cads (hema- 
toxylin and eosJn, X 100). 
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Fig 3, — Papulopustule rosacea with *n «bsc«ss contain- 
ing m*iy polymorphonuctair taukocytts hloh in the w»u ©♦ 
ttis follicle. There f* - 



the upper and papillary der- 
mis, some veaaek being of 
enormous size. Some of the 
vascular channels were lym- 
phatics but in general these 
were more obvious in the 
middennie rather than in 
the upper dermis and papil- 
lae. The dilated vessels were 
often found amid edematous, 
disrupted, and elastohc con- 
nective tissue (see below). 
Only one specimen showed 
evidence of blood vessel 
damage with several vessels 
showing eosinophilic smudg- 
ing of outline and endotheli- 
al cell swelling. 

The inflammatory infil- 
trate was ptedominantly 
perivascular in 19 (26%) 
The Vessels.— Sixty-three sections (85%) (Fig 5) and was partially perivascular in a 
included a pronounced vascular dilatation; further 42 sections (.57%) loosely set »n en* 
this was very marked in 14 (21%). The matous tissue. 

greatest dilatation of the vessels occurred in Epidermis.— In four sections there were 
Arch Derm— Vol 10O. Dec 1969 
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small foci of parakeratosis, in one there was of these dilated channels were in the upper 
moderate hyperkeratosis, and in another dermis which atoo showed disruption of corv 
mild epidermal atrophy. nectave tissue architecture. The upper dermis 

Fjytibfmatwtelan^ipctatic Rosacea.— Biop- was reduced in bulk, edematous, and frag- 
sies from 24 patients with 
persistent erythema and tel- ^^fcv^,?^ 
ttngZectasia and a variable ^^gS^Jjp 
amount of swelling were 
exarnined. The histological 
changes in general resem- 
bled those of the papular 
type of rosacea. However, 
tha cellular infiltrate was 
mainly perivascular and the 
predominant cell type was 
the lymphocyte. 

The most striking feature 
was a vascular dilatation 
which was vary pronounced 
in nice (38%) (Fig 6). m 
tfaoee patients with very ob- 
vious telangiectasia, clini- 
cally there w« 
ing dilatation of 
their biopsy sections. Most 




ly «taUd~and ,, irr«outar vascular chwinafc in tf» upjwr 
' l. The» b also solar •Jasto*!* and oomo disruption 



Fin 7.— EorthtmatotatengSKtetlc rosacea *fiowlnf pr 
m«rt solar e Ptosis and telangiectasia (tiamat&xyiln 
win, X ZOO). 
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merited with attenuated strands of collagen 
looaely strong between tha vessels. Solar 
elastoels was a prominent accompanying fea- 
ture (Fig 7) (sea below}. 

Results of Comparison for Degree of Efa- 
fasis.— From Table 4 it may be seen that 
more elastotic change was found in the rosa- 
cea patients rather than in the controls. The 
controls bad more sun exposure than the 
rosacea group and this gives added signif- 
icance to these results. Another assessment 
(uncontrolled) of elastosis was performed 
on a total of 104 biopsies; 38 showed a 
severe degree of elastotic degeneration while 
only nice failed to show any evidence of this 
change. 

Other Clhucopatheloglcal Correlations 

Swollen, reddened noses from ton patients 
were biopsied. None of these had a severe 
degree of rbinopbyma but were .chosen as 
early examples of this process. All ten 
showed a pronounced telangiectasia and in 
nine there was elastotic degeneration that 
was severe in three. There was also a heavy 
inflammatory cell infiltrate which was dif- 
fusely scattered through the middermis and 
upper dermis. In two sections there were a 
few small clusters of polymorphonuclear leu- 
kocytes whh invasion of nearby hair foJK- 
cles. Four of these sections showed a mild 
to moderate degree of sebaceous gland 



Facial edema was a feature of several of 
the patients in true series but ft was espe- 
cially noted m five. Sections from these 
patients showed no distinguishing features al- 
though edema and telangiectasia were con- 
spicuous. In one there was reduplication of 
the email blood vessel endothelium while in 
another there appeared to be a granuloma- 
tous cellular infiltrate in the lured oa of some 
of the vascular channels (possibly lymphat- 
ic) in the deeper part of the dermis. 

The chin of one patient was diffusely 
thickened and was reminiscent of the nasal 
thickening seen in rbinopbyma. In the biop- 
sy there was conspicuous sebaceous gland 
hyperplasia, telangiectasia, and solar elasto- 
sls, there was also a scattered infiltrate of 
lymphocytes and histiocytes. A patient with 
mild erythamato telangiectatic rosacea also 
bad swollen reddened earlobes for many 



years; a biopsy from ne of these showed 
pronounced edema and telangiectasia 
throughout the dermis and a small amount 
of inflammatory cell infiltrate. 

Two sections were available from patients 
who had used potent corticosteroid prepara- 
tions topically, they presented with a very 
striking persistent facial redness and telan- 
giectasia as described by Sneddon (1969) .« 
Telangiectasia and loss of normal architec- 
ture in the upper dermis were prominent 
features of these sections. 



There are few reports of the histological 
changes in rosacea and little attempt has 
been made to correlate such changes with 
clinical findings. The available literature 
deals mainly with the granulomatous nature 
of the inflammatory infiltrate and its occa- 
sional tuberculoid arrangement (Xaymon 
and Scboch*; Laymon 19 ; Michefeon 11 ; and 
Van KeteP 8 ) . Mieecher" found that 64% of 
a aeries of 58 eases of papular rosacea in- 
cluded tuberculoid-type infiltrates, and he 
divided rosacea into erythematous, telan- 
giectatic, a glandular hyperplastic type 
leading to rhinophyma and a micronodular 
form associated with acneif orm papules. 

Histologic*! 



The most common features seen in biopsy 
material from aH clinical types of rosacea 
are: a variable amount of lymprKtrustiocytic 
fnAammatory infiltrate arranged loosely 
around the upper dermal blood vessels, tel- 
angiectasia, edema, elaatods, and disruption 
of the architecture of the upper dermis. 
These features in combination should sug- 
gest a histological diagnosis of rosacea. Mot 
extensive and dense inflammatory cell infil- 
trates with numerous histiocytes and occasion- 
al giant cells may indicate papular rosacea, 
while a pronounced upper dermal dystrophy 
and telangiectasia suggests the erythemato- 
langlectatic variety. 

Pathogo<ticCkmglo^ratiopg 

Role of the Hair FolKcle.— Only 20% of 
the material from our patients with papular 
rosacea showed disruption of hair follicles. 
Our findings strongly suggest therefore, that 
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there is no basic follicular atnaormality in 
rosacea. Two thirds of this 20% bad a small 
abscess in the upper part of the follicle 
corresponding to the Clinical feature of pus- 
tulation. The remaining one third showed a 
more profound destruction of follicular 
structure with a resultant granulomatous 
inflammatory reaction: this may represent a 
healing stage of pustular folliculitis. Pustu- 
lation is considered to be a secondary phe- 
nomenon because of the Small nurnber of 
cases in which it was seen and because ft 
was only detected in sections from patients 
with papular rosacea where there appeared 
to be other more profound and commonly 
seen changes. In many sections the perivas- 
cular inflammatory infiltrate in the perifollic- 
ular plexuses created a false appearance of 
folliculitis. 

Role of Dgttgdex; — The mite D follicuto- 
rum is thought to occur more frequently In 
rosacea nat ; ents than in normal population 
(Russell* and Su'ckett*) . However, the mite 
is commonTv fonnd in other facial dermato- 
ses. The finding of Demodex in only 19% of 
our bioosy material and its absence f*em 
areas of inflammation in sections in which it 
was found are much against a significant 
role for this organiem in this disease. A 
granulomatous tissue reaction to D folticulo- 
rum is known to occur in the marsupial 
mouse (Nutting and Beerman* 4 ) and in 
other animals (Nutting*"). However, there 
was '■•o sucgestion that the human variety of 
D foUiculorum was responsible for such a 
reaction in our material. Tt is noss'ble that a 
local delayed hypersensitivity response to 
Demodex antigens diffusing through the in- 
tact follicular epithelium is partly responsi- 
ble for the inflammatory component of the 
disease but one would expect that all folli- 
cles containing the mite would show in- 
flammation and this is not seen. However, 
until suitable antigens are available this hy- 
pothesis cannot be tested. 

Role of the Small Vessels.— Tn this study 
there is no evidence that primary vascular 
damage occurs in rosacea. The peripheral 
lesions of disseminated rosacea may include 
riam»se to. small blood vessels with ento- 
tbelial cell swelling and even fibrinoid de- 
generation (Marks and Wilson-Jones 1 ') . No 
comparable lesions were seen in the facial 
lesions of this Series. Apart from the above 



considerations there is the functional ade- 
quacy of the vessels to be considered. This 
process of upper dermal disorganization 
could account for the erythema and telan- 
giectasia which are cardinal clinical features 
of rosacea. It is a common cluneal obsexva- 
tdon that the cheeks are cool in a rosaceous 
subject and this has been confirmed by di- 
rect thermometry (Borrie 17 ). Although 
there are no published quantitative observa- 
tions it seems probable that the congestion 
of the dermal blood vessels is associated 
with a Slow ambient flow of blood. The 
sluggish circulation is probably due to pool- 
ing in the enormously dilated vascular chan- 
nels of the subpapillary venous plexus. The 
vascular dilatation is not due to intrinsic 
disease of the vessels but appears to be due 
to lack of a surrounding firm connective 
tissue framework allowing passive dSaratidrt. 

Clinical aspects of rosacea such as swell- 
ing of the affected areas and even pro- 
nounced lymohoedema are reflected in histo- 
logical sections as edema and lymphatic 
dilatation. The dilated lymphatics may be the 
result of the eame dermal dystrophy aa causes 
the telangiectasia; the edema could result 
from their loss of efficiency as conduits. 

Role Of Solar Elaatosra and Climatic Fac- 
tors. — Solar elastosfe appeared to be more 
freouent and of greater severity in rosacea 
patients than in controls. This confirms the 
impression gained previously (Marks 7 ) that 
the histological change of elastotic defenera- 
tion was more obvious in natients with rosa- 
cea. No explanation for this observation n 
forthcoming from our observations. It Is sug- 
gested that the ekstosfe contributes to the 
disorganization seen in the upper dermis. 

Patients With rosacea often conrolain of 
burning and soreness when, in the sun; 28 
complained that the sun made them worse 
although increased sensitivity to ultraviolet 
light was not found (Marks 7 ). In addition, 
the disease anoeara to be more common in 
subjects with fair completions. Haxthauaon 18 
believed that climatic exposure was important 
in its etiology. Sebve* and Brodthagen 1 ' were 
also impressed with the role of exposure to 
the sun in the development of rosacea. It is 
possible that Patients with this disease are 
more susceptible than normal to climatic stim- 
uli and that the upper dermal changes are a 
result of their continued action. 
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Rosacea of the Nose 

The early examples Of rosacea affecting 
the nose demonstrate changes similar to 
other types of rosacea; sebaceous gland hy- 
pertrophy is not a prominent feature. Acker 
and Helwig 20 in a review of the histology of 
47 cases of rhinopbyma found five with a 
basal cell epithelioma. Forty-one of tbe 47 
ahowed sebaceous gland hypertrophy and 
one third showed telangiectasia. Khinophy- 
ma with its enormous proliferation of seba- 
ceoas glands may represent the late changes 
of rosacea affecting the nose. One of our 
sections was derived from a man with an 
irregularly swollen, dark red chin that was 
reminescant of rhmophyrra. Interestingly It 
showed a moderate degree of sebaceous 
gland hypertrophy as well as a considerable 
amount of inflammatory cellular infiltrate, 
telangiectasia, and elastosis. A similar but 
more severely affected patient — a woman, 
was described by Sams. 31 



It is possible to draw several important 
conclusions from our findings in this study: 

(1) There is no single histological feature 
uruaue to rosacea, but a combination of sev- 
eral findings makes this, a likely diagnosis. 

(2) The different clinical types represent an 
exaggeration of one or another aspect of the 
basic histology. (3) There is no evidence 
from the histological material examined that 
the disease is either primarily & disorder of 
the pilosebaceous apparatus, or an in- 
flammatory disorder of small blood vessels. 
(4) A prominent component of the hiflto- 
pathology of rosacea, observed in this study, 
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